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Z^s. A selective suppressor of the IgE production comprising 
a compound which suppresses the IgE production in a process from 
a differentiation of a mature B cell into an antibody -producing 
cell to the production of an antibody and which does not suppress 
or weakly suppresses the production of IgG. IgM and/or IgA which 
are produced at the same time. 

29. The selective suppressor of the IgE production claimed in 
claim 28, wherein a suppression of the IgE production is 10,000 
times or more that of the IgG, IgM and/or IgA production. 

30. The selective suppressor of the IgE production claimed in 
claim 28 which does not suppress 50 % or more of the IgG, IgM 
and/or IgA production even at 10,000 times of the concentration at 
which 50 % of the IgE production is suppressed as compared with 
that in the absence of the suppressor. 



31. The selective suppressor of the IgE production claimed in 
claim 28, 29 or 30 which suppresses 90 % or more of the IgE 
production, as compared with that without administration of the 
suppressor, at which dosage the suppressor does not suppress or 
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weakly suppresses the IgM, IgG and/or IgA production when the 
suppressor is administered to a mammal sensitized by an allergen. 



4 



Qot> 



32. The selective suppressor of the IgE production claimed in 
claim 28, 29 or 30 which suppresses infiltration of an inflammatory 
cell to tissue. 



33. The selective suppressor of the IgE production claimed in 
claim 32, wherein the inflammatory cell is an eosinophil and/or a 
neutrophile . 



34. compound of the formula (I) : 

R< FT R u R 7 R 10 R 11 




X-Y (I) 

R 9 R 12 R 13 

wherein R l , R 2 , R 3 f R* f \s R 6 f R 7, R 8, R 9 , R 10 f R ll, R 12 and R 13 
are each independently hWrogen, hydroxy, halogen, carboxy, 
optionally substituted lower a\kyl , optionally substituted lower 
alkoxy, optionally substituted^ lower alkenyl, optionally 
substituted lower alkenyloxy, optionally substituted lower 
alkylthio, optionally substituted lower \lkoxycarbonyl , optionally 
substituted acyloxy, optionally substitute^, lower alkylsulf onyl , 

3 
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ationally substituted lower alkylsulf onyloxy , optionally 
substituted lower alkylsulf myl , nitro. cyano, formyl, optionally 
subs\tuted amino, optionally substituted carbamoyl, optionally 
substi\ted sulfamoyl or optionally substituted heterocyclyl , 
X is -0\ -CH 2 -,-NR 14 - wherein R 14 is hydrogen, optionally 
t substituted\lower alkyl, optionally substituted lower alkenyl or 
acetyl, or -s\o)p- wherein p is an integer of 0 to 2 , 
Y is optionallXsubstituted lower alkyl, optionally substituted 
lower alkenyl, optionally substituted lower alkynyl , optionally 
substituted acyl, optionally substituted cycloalkyl, optionally 
substituted cycloalkenyk optionally substituted aryl or optionally 
substituted heterocyclyl , Vid Y may optionally be substituted lower 
alkoxy when X is -CH 2 - and\rnay optionally be substituted lower 
alkoxycarbonyl , optionally substituted lower alkylsulf onyl or 
optionally substituted arylsulfonVl when X is -O- or -NR 14 -, 
Rl and R 4 , R 1 and R 2 , R 2 and R 3 , R 4 \and R 5 . R 6 and R 7 , R 8 and R 9 , 
R 10 and R 11 - R 12 and R 13 , R 11 and or r13 and " X ' Y taken 

together may form a 5- or 6-membered rin\ which may contain one or 
more of 0, S or NR 15 wherein R 15 is\ hydrogen, optionally 
substituted lower alkyl, optionally substituted lower alkenyl, 
optionally substituted arylsulfonyl and which\may optionally be 
substituted, 
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excluding compounds wherein one or more of , R 7 , R 8 and R 9 are 
halogen and the others are hydrogen, compounds wherein all of R 6 , 
r7,\r8 and R 9 are halogen and compounds wherein all of R 2 -R 13 are 
hydro\en, halogen or cyano, 

provided that R 1 is not hydrogen, fluorine, optionally substituted 
lower alWyl or optionally substituted lower alkoxy, all of R 2 , R 3 , 
V R 4 7 R 5 andV 12 are hydrogen, or R 13 is not hydrogen or halogen when 
R 6 , R 7 , R 8 a\d R 9 are all simultaneously hydrogen, 

and further pAvided that R 1 is not methyl or acetyloxy, R 13 is not 
hydrogen, optionally substituted lower alkoxycarbonyl or optionally 
substituted carbamoyl, or -X-Y is not methoxy when at least one of 
R 6 , R 7 , R 8 and R 9 i\ a substituent other than hydrogen, 

and excluding a compound of the formula (I 1 ) : 

OMe v 

R v —L \/) <v A k Vd (D 

AeO OH R 13 

wherein R 1 ' is hydrogen or hVdroxy and R 13 ' is hydroxy or methoxy, 
pharmaceutical^ acceptable salt, hydrate or prodrug thereof. 



35. The compound claimed in ?slaim 34 wherein R 1 is hydrogen, 
hydroxy, halogen, carboxy, optionally substituted lower alkyl , 
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3 tionally substituted lower alkoxy, optionally substituted lower 
a\enyloxy, optionally substituted lower alkylthio, optionally 
substituted lower alkoxycarbonyl , optionally substituted lower 
alky l\ulf onyloxy, lower alkylsulf onyl , fonnyl. optionally 
substituted amino, lower alkylsulf inyl , acyloxy, nitro, cyano, 
optionally substituted sulfamoyl or heterocyclyl , 

R2 is hydrogen, hydroxy, halogen, optionally substituted lower 
alkyl or optionally substituted lower alkylsulf onyloxy, 
r3 is hydrogen\ hydroxy, halogen or optionally substituted lower 
alkoxy, 

r4 is hydrogen, \ptionally substituted lower alkyl, halogen, 
optionally substituted lower alkoxy, nitro or optionally 
substituted amino, 
R 5 is hydrogen, optionally substituted lower alkoxy, lower 
alkoxycarbonyl or carboxy, 
R 6 is hydrogen, halogen, Vptionally substituted lower alkyl, 
carboxy, lower alkoxycarbonyl, nitro, f ormyl , amino or lower 
alkylsulf onyloxy , 
R 7 and R 8 are each independently^ hydrogen, halogen, optionally 
substituted lower alkyl, optionally substituted lower alkoxy, 
f ormyl or optionally substituted aminos 
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is hydrogen, hydroxy, carboxy, optionally substituted lower 
alkV optionally substituted lower alkoxy, optionally substituted 
loweX alkenyl, optionally substituted lower alkoxycarbonyl , 
optionally substituted lower alkylsulf onyloxy , f ormyl , optionally 
substituted carbamoyl or optionally substituted amino, 
R 10 is hydrogen or lower alkoxy, 

Rll is hydrogen, halogen, optionally substituted lower alkyl, 
carboxy, lower\ alkoxycarbonyl , optionally substituted lower 
alkylsul f onyloxy, N^ormyl , nitro or amino, 
R 12 is hydrogen, 

R 13 is hydroxy, halogen, carboxy, optionally substituted lower 
alkyl, optionally substituted lower alkoxy, optionally substituted 
lower alkenyloxy, optionally substituted acyloxy, optionally 
substituted lower alkylsulf dnyloxy, f ormyl , nitro or optionally 
substituted amino, 
Y is optionally substituted lower alkyl, optionally substituted 
lower alkenyl, optionally substituted lower alkynyl, optionally 
substituted acyl or optionally substituted cycloalkenyl and Y may 
be optionally substituted lower Vlkoxycarbonyl , optionally 
substituted lower alkylsulf onyl or\ optionally substituted 
arylsulfonyl when X is -0- or -NR 14 -, 
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and R 1 and R 2 , R 1 and R 4 , R 8 and R 9 , R 11 and -X-Y, or R 1 and -X-Y 
taken together may form a 5- or 6-membered ring which contains one 

or more of O or NR- 1 -^ wherein R^^ is the same as defined in claim 
34 and which may optionally be substituted, 

pharmaceut ically acceptable salt, hydrate or prodrug thereof. 

36, The compound, pharmaceutically acceptable salt or hydrate 
thereof claimed in claim 34 or 35 which has an immunosuppressive 
effect . 



37. The pharmaceutical composition comprising the compound, 



W claimed in clai 



pharmaceutically acceptableX sal t , hydrate or prodrug thereof 



m 34 or 35 



38. An immunosuppnsssor comprising the compound, 
pharmaceutically acceptable \alt, hydrate or prodrug thereof 
claimed in claim 34 or 35. 



39. An ant i -allergic agent \ comprising the compound, 
pharmaceutically acceptable salt, hydrate or prodrug thereof 
claimed in claim 34 or 35. 
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4$. An immunosuppressor comprising a compound of the formula 




R 2 R 3 R 6 



R 7 R 10 





\ /r~\ ^ <l " ) 

R 4 R J R w R°R" R' 

wherein R 1 , R 2 , k 3 , R 4 , R 5 , R 6 , R 7 ,R 8 , R 9 , R 10 , R 11 , R 12 and R 13 
are each independently hydrogen, hydroxy, halogen, carboxy, 
optionally substituted lower alkyl optionally substituted, lower 
alkoxy, optionally \substituted lower alkenyl , optionally 
substituted lower alkWiyloxy, optionally substituted lower 
alkylthio, optionally substituted lower alkoxycarbonyl , optionally 
substituted acyloxy, optionally substituted lower alkylsulf onyl , 
optionally substituted lower alkylsulf onyloxy, optionally 
substituted lower alkylsulf inyl\ nitro, cyano, f ormyl , optionally 
substituted amino, optionally substituted carbamoyl, optionally 
substituted sulfamoyl or optionallyXsubstituted he t erocyclyl , 

X is -O- , -CHp.-, -NfR 14 - wherein rV is hydrogen, optionally 
substituted lower alkyl, optionally substituted lower alkenyl or 
acetyl, or -S(0)p- wherein p is an integeAof 0 to 2, 
Y is optionally substituted lower alkyl, optionally substituted 
lower alkenyl, optionally substituted lower Vlkynyl, optionally 
substituted acyl , optionally substituted cycloalkyl, optionally 
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^stituted cycloalkenyl, optionally substituted aryl or optionally 
substituted heterocyclyl , and Y may optionally be substituted lower 
alkoxyNwhen X is -CH 2 - and may optionally be substituted lower 
alkoxycartWyl , optionally substituted lower alkylsulf onyl or 
optionally substituted arylsulfonyl when X is -O- or -NR 14 -, 
Rl and R 4 , R 1 an^R 2 , R 2 and R 3 , R 4 and R 5 , R 6 and R 7 ( R 8 and R 9 , 
RlO and R 11 , R 12 aWi R 13 , R 11 and -X-Y, or R 13 and -X-Y taken 
together may form a 5 -Nor 6-membered ring which may contain one or 
more of O, S or NR 15 \wherein R 15 is hydrogen, optionally 
substituted lower alkyl, optionally substituted lower alkenyl or 
optionally substituted arylsul^nyl and which may optionally be 
substituted, 

excluding a compound of the formula ' ) 

OMe 

, — ^ \$ 

(H 

Med OH 

wherein R 1 ' is hydrogen or hydroxy and R 13 ' is Wdroxy or methoxy, 
pharmaceutical^ acceptable salt, hydrate or prodrug thereof 




41. An anti-allergi\ agent comprising the compound of the 
formula (I 1 ') according to \Jaim 40, pharmaceut ically acceptable 
salt, hydrate or prodrug therec 
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c 



i 



Co* 



42. A process for producing a compound of the formula (I) of 
claim 34 which comprises reacting a compound of the formula (II) 

R 10 R 11 



R 12 R lu (II)' 

with a compound of the\formula (III) 



,13 




(111) 



R* R R 8 R = 

wherein, in the formulas (II)\and (III), R 1 , R 2 , R 3 , R 4 , R 5 , R S , 

R 7 , R 8 , R 9 , R 10 , R 11 , R 12 and R 13 \re each independently hydrogen, 

hydroxy, halogen, carboxy, optionally substituted lower alkyl, 

optionally substituted lower alko^V, optionally substituted 

lower alkenyl , optionally substituted lower alkenyloxy, 

optionally substituted lower alkyltha\p, optionally substituted 

lower alkoxycarbonyl , optionally substituted acyloxy, optionally 

substituted lower alkylsulf onyl , optionally substituted lower 

alkyl sulfonyloxy, optionally substituted \lower alkylsul f inyl , 

nitro, cyano, formyl, optionally substituted amino, optionally 

substituted carbamoyl, optionally substituted sulfamoyl or 

optionally substituted het erocyclyl , 

11 
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is -0-, -CH 2 -, NR 14 - wherein R 14 is hydrogen, optionally 
substituted lower alkyl, optionally substituted lower alkenyl or 
acetyJ\ or -S(0) p - wherein p is an integer of 0 to 2, Y is 
optionally substituted lower alkyl, optionally substituted lower 
alkenyl, Optionally substituted lower alkynyl, optionally 
substituted aW, optionally substituted cycloalkyl, optionally 
substituted cycloalkenyl , optionally substituted aryl or optionally 
substituted heterocyclyl , and Y may optionally be substituted lower 
alkoxy when X is -CHW and may optionally be substituted lower 
alkoxycarbonyl , optionally substituted lower alkylsulf onyl or 
optionally substituted arylsvulf onyl when X is -O- or -NR X4 , R 1 and 
R\ R 1 and R 2 , R 2 and R 3 , R 4 and\R 5 , R 6 and R 7 , R° and R 9 , R 10 and R 11 , 
R 12 and R 13 , R 11 and -X-Y, or R x3 -X-Y taken together may form a 

5- or 6-membered ring which may contain one or more of 0, S or NR 1S 
wherein R 15 is hydrogen, opt ionallyV substituted lower alkyl, 
optionally substituted lower alkenyl , \ opt ionally substituted 
arylsulf onyl , and which may optionally be substituted, either of 
A and Z is dihydroxyborane, di (Slower ) alkoxyborane , 
di (lower) alkylborane , 



CO- ® ° r o 



12 



07/06/01 FRI 20:45 [TX/RX NO 9186] @019 



07/06/01 FRI 20:34 FAX 703 2058050 



BSKB LLP 



@)020 



6 



Co*"' 



Appl. NO. 0 9/214,2 77 
and the other is halogen or -OS0 2 (C q F 2 q+i) - wherein q is an integer 
or\0 to 4, 

or reacting a compound of the formula (II 1 ) : 




FT R a \ (II' ) 

with a compound ofXthe formula (III 




R 8 r9 R 12 



wherein, in the formulas (II')\and (III'), R 1 - R 13 , X and Y are 
the same as defined above and A anfi Z are the same as defined in 
the above formulas (II) and (III) 

43. The process for producing the compound of the formula (I) 
according to claim 42, pharmaceut ically acceptable salt or hydrate 
thereof comprising the reaction of a compound of the formula (IV) : 

R 6 R 7 



A 1 "/ >A 2 ([V) 



R 8 R 9 



with a compound of the formula (V) : 
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R 2 R 3 



Vz 1 (V) 



6 

[6^ 



R 4 R 5 

wherein, in the formulas (IV) and (V), R 1 , R 2 , R 3 , R' 1 , R s , R 6 , R 7 , R 8 
and R 9 are each independently hydrogen, hydroxy, halogen, carboxy, 
optionally substituted lower alkyl, optionally substituted lower 
( alkoxy, optionally substituted lower alkenyl, optionally 
^ substituted lower alkenyloxy, optionally substituted lower 
alkylthio, optionally substituted lower alkoxycarbonyl , optionally 
substituted acyloxy, optionally substituted lower alkylsulf onyl , 
optionally substituted lower alkylsulf onyloxy, optionally 
substituted lower alkylsulf inyl , nitro, cyano , f ormyl , optionally 
substituted amino, optionally substituted carbamoyl, optionally 

substituted sulfamoyl or optionally substituted heterocyclyl , Z 1 

is defined the same as for Z in the formula (II), A 1 and A 2 are 
each independently defined the same as for A in the formula (III) , 

and the reactivity of A 1 is higher than or equal to that of A 2 , 
followed by the reaction with a compound of the formula (VI) : 

R 10 R 11 
Z 2 X-Y (VI) 
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wherein R 10 -R 13 , are as defined for R 6 -R 9 above, X is -0-, -CH 2 - , 
NR 14 - wherein R 14 is hydrogen, optionally substituted lower alkyl, 
optionally substituted lower alkenyl or acetyl, or -S(0) p - wherein 
p is an integer of 0 to 2, Y is optionally substituted lower alkyl, 
optionally substituted lower alkenyl, optionally substituted lower 
alkynyl, optionally substituted acyl, optionally substituted 
<p cycloalkyl, optionally substituted cycloalkenyl , optionally 
substituted aryl or optionally substituted heterocyclyl , and Y may 
optionally be substituted lower alkoxy when X is -CH 2 - and may 
optionally be substituted lower alkoxycarbonyl , optionally 
substituted lower alkylsulf onyl or optionally substituted 
arylsulfonyl when X is -0- or -NR 14 , R 1 and R 4 , R 1 and R*, R ? ' and R 3 , 
R* and R 5 , R 5 and R 7 , R 8 and R 9 , R 10 and R 11 , R 12 and R 13 , R 11 and -X-Y, 
or R 13 and -X-Y taken together may form a 5- or 6-membered ring 
which may contain one or more of O, S or NR 15 wherein R 15 is 
hydrogen, optionally substituted lower alkyl, optionally 
substituted lower alkenyl, optionally substituted arylsulfonyl, and 

which may optionally be substituted, and Z 2 is the same as Z 1 
defined in the above formula (II) . 
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44. The process for producing the compound of the formula (I) 
according to claim 42, pharmaceut ically acceptable salt or hydrate 
thereof comprising the reaction of a compound of the formula (IV): 



wherein, R 6 , R 7 , R p and R 3 are each independently hydrogen, hydroxy, 
halogen, carboxy, optionally substituted lower alkyl, optionally 
substituted lower alkoxy, optionally substituted lower alkenyl, 
optionally substituted lower alkenyloxy, optionally substituted 
lower alkylthio, optionally substituted lower alkoxycarbonyl , 
optionally substituted acyloxy, optionally substituted lower 
alkylsulf onyl , optionally substituted lower alkylsulf onyloxy , 
optionally substituted lower alkylsulf inyl , nitro, cyano , f ormyl , 
optionally substituted amino, optionally substituted carbamoyl, 
optionally substituted sulfamoyl or optionally substituted 

heterocyclyl , A 1 and A 2 are each independently defined the same as 

A in the formula (III), and the reactivity of A 2 is higher than or 

equal to that of A 1 , with a compound of the formula (VI), 





10 



11 



X-Y (VI) 
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wherein R 10 -R 13 , are as defined for R s -R 9 above, X is -0-, -CH 2 - f 
NR 14 - wherein R 14 is hydrogen, optionally substituted lower alkyl, 
optionally substituted lower alkenyl or acetyl, or -S(0) p - wherein 
p is an integer of 0 to 2 , Y is optionally substituted lower alkyl, 
J optionally substituted lower alkenyl, optionally substituted lower 



0"^ 



alkynyl, optionally substituted acyl , optionally substituted 
cycloalkyl, optionally substituted cycloalkenyl , optionally 
substituted aryl or optionally substituted heterocyclyl , and Y may 
optionally be substituted lower alkoxy when X is -CH 2 - and may 
optionally be substituted lower alkoxycarbonyl , optionally 
substituted lower alkylsul f onyl or optionally substituted 
arylsulfonyl when X is -0- or -NR 14 , R 1 and R 4 , R 1 and R 2 , R z and R 3 , 
R 4 and R b , R 6 and R 7 , R a and R 9 , R 10 and R 11 , R 12 and R r \ R 11 and -X-Y, 
or R 13 and -X-Y taken together may form a 5- or 6-membered ring 
which may contain one or more of O, S or NR 15 wherein R 15 is 
hydrogen, optionally substituted lower alkyl, optionally 
substituted lower alkenyl, optionally substituted arylsulfonyl, and 

which may optionally be substituted, and is defined the same as 
Z in formula ( II ) , 

followed by the reaction with a compound of the formula (V) 
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R 2 R 3 



R'^Q-Z' (V) 



R 4 R s 



wherein R^R 5 are as defined for R 6 -R 9 above, Z 1 is defined the same 
| as for Z in the formula (II) . 



45. \ compound of the formula (I) 



X— Y 




wherein R 1 is hydrogen, \halogen, optionally substituted lower 
alkenyloxy, optionally substituted lower alkylsulf onyloxy , 
optionally substituted amino\or optionally substituted 
sulf amoyl , 

R 2 is hydrogen, halogen or lower ^lkyl having 1 to 3 carbon 
atoms , 

R J is hydrogen or halogen, 

R 4 is hydrogen, lower alkyl, lower alko^y or halogen, 
R 5 is hydrogen, lower alkoxycarbonyl or c^rboxy, 
R. 6 is hydrogen, lower alkyl or halogen, 
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R\ is hydrogen, lower alkyl or lower alkoxy, 
R 8 \s hydrogen, lower alkyl or lower alkoxy, 

R 9 is\hydrogen, hydroxy, carboxy, optionally substituted lower 
alkyl , ^optionally substituted lower alkoxy, optionally 
substituted lower alkenyl, optionally substituted lower 
alkoxycarbdnyl , optionally substituted lower alkylsulf onyloxy , 
formyl, optionally substituted carbamoyl or optionally 
substituted ami\}o, 
R 10 is hydrogen, 
R 11 is hydrogen or Halogen, 
R 12 is hydrogen, 

R 13 is hydrogen, hydroxy\ halogen, carboxy, optionally 
substituted lower alkyl, Optionally substituted lower alkoxy, 
optionally substituted acylVxy, optionally substituted lower 
alkylsulf onyloxy, formyl or optionally substituted amino, 
X is -0-, -NH-, -NMe- or -S0 2 - , 

Y is lower alkyl optionally subst JNtuted with lower 
alkoxycarbonyl , aryl , lower alkylaryi, halogenoaryl , lower 
alkoxyaryl, heterocyclyl or acyl ; or Ptower alkenyl optionally 
substituted with hydroxy, halogen or ar} 

and R 1 and R 4 or R 8 and R 9 taken together m\y form a 5- or 
6-membered ring which contains one or more (3£ 0, 
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excluding compounds wherein one or more of R b , R 7 ,' R B and R 9 are 
halogen and the others are hydrogen and compounds wherein all of 
R 2 -R T \ are hydrogen, 

providW that R J is not hydrogen or fluorine, all of R 2 , R 3 , R 4 , 
R 5 and Rv are hydrogen, or R 13 is not hydrogen or halogen when 
R s , R 7 , R 8 \^nd R 9 are an simultaneously hydrogen, 
and further \provided that R 13 is not hydrogen or -X-Y is not 
methoxy when kt least one of R 6 , R 7 , R R and R 9 is a substituent 
other than hydrogen, and excluding a compound of the formula 
U' ) 



OMe 




MeO OH 



(0 



wherein R 1 , is hydrogen or Viydroxy and R I3 'is hydroxy or methoxy, 
pharmaceut ically acceptable salt, hydrate or prodrug thereof. 

46. A compound of the formula (I) : 
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X-Y (I) 



R RAR R R R 




wherein R 1 is lwdrogen, hydroxy, halogen, optionally substituted 
lower alkoxy, optionally substituted alkenyloxy, optionally 
substituted lower ^alkylsulf onyloxy, optionally substituted amino 
or optionally substituted sulfamoyl, 

R 2 is hydrogen, haloge^i or lower alkyl having 1 to 3 carbon 
atoms , 

R 3 is hydrogen or halogen\ 

R 4 is hydrogen, lower alkyl\ lower alkoxy or halogen, 
R 5 is hydrogen, lower alkoxyc&rbonyl or carboxy, 
R e is hydrogen, lower alkyl or halogen, 
R 7 is hydrogen, lower alkyl or loyer alkoxy, 
R 8 is hydrogen, lower alkyl or loweSr alkoxy, 

R 9 is hydrogen, hydroxy, carboxy, optionally substituted lower 
alkyl, optionally substituted lower arkoxy, optionally 
substituted lower alkenyl, optionally substituted lower 
alkoxycarbonyl , optionally substituted lo\^er alkylsul f onyloxy , 
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>rmyl, optionally substituted carbamoyl or optionally 
substituted amino, 
R x0 i^, hydrogen, 
R 11 is ftydrogen or halogen, 
R 12 is hycfcrogen, 

R 13 is hydrdgen, hydroxy, halogen, carboxy, optionally 
substituted lVwer alkyl, optionally substituted lower alkoxy, 
optionally substituted acyloxy, optionally substituted lower 
alkylsulf onyloxy ,\f ormyl or optionally substituted amino, 
X is -0-, -NH-, -NmV or -S0 2 - , 

Y is lower alkyl optionally substituted with aryl ; or lower 
alkenyl , 

and R 1 and R 4 or R 8 and R 9 Vaken together may form a 5- or 
6-membered ring which contains one or more of 0, 

excluding compounds wherein oNe or more of R s , R 7 , R 8 and R 9 are 
halogen and the others are hydrogen and compounds wherein all of 
R J -R 13 are hydrogen, provided thatNj* 1 is not hydrogen, fluorine or 
optionally substituted lower alkoxy\ all of R 2 , R 3 , R 4 , R fj and R rJ 
are hydrogen, or R 13 is not hydrogen o\ halogen when R 6 , R 7 , R a 
and R 5 are all simultaneously hydrogen, Vnd further provided that 
R IJ is not hydrogen or -X-Y is not methoxyXwhen at least one of 
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R 6 , »y R 8 and R 9 is a substituent other than hydrogen, and 
excluding a compound of the formula (!'): 



\\ //-yr-^^ro <n 

MeO OH R*\ 



wherein R 1 ' is hydrogen or hydroxy and R 13 ' is hydroxy or methoxy, 
pharmaceutically acceptable sal t^Jiydrate or prodrug thereof. 



47. The compound, pharmaceutically acceptable salt or 
hydrate thereof claimed in claim 46 wherein Y is methylbutenyl . 



48. The compound, pharmaceutically acceptable salt or 
hydrate thereof claimed in claim 46 wherein -X-Y is -OCH 2 CH=CMe 2 , 
or -OCH 2 C e H 5 . 



49. A ^compound of the formula (I) 




R 4 R s R 8 R 9 R 1 2r 13 
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wWein R 1 , R 2 , R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , R 9 , R 10 , R 11 , R 12 and R 13 are 
eac\ independently hydrogen, hydroxy, halogen, carboxy, 
optionally substituted lower alkyl, optionally substituted lower 
alkoxy, Noptionally substituted lower alkenyl, optionally 
substituted lower alkenyloxy, optionally substituted lower 
alkylthio, optionally substituted lower alkoxycarbonyl . 
optionally substituted acyloxy, optionally substituted lower 
alkylsulfonyl, optionally substituted lower alkylsulf onyloxy , 
optionally substituted lower alkylsulf inyl , nitro, cyano, 
formyl, optionally substituted amino, optionally substituted 
carbamoyl, optionally substituted sulfamoyl or optionally 
substituted heterocyclyl , 

X is -0-, -CH 2 -,-NR 14 - wherefh R lj is hydrogen, optionally 
substituted lower alkyl, optionally substituted lower alkenyl or 
acetyl, or -S(0) p - wherein p is a>n integer of 0 to 2 , 
Y is optionally substituted lower k kyl , optionally substituted 
lower alkenyl, optionally substituted^ lower alkynyl, optionally 
substituted acyl, optionally substituted cycloalkyl, optionally 
substituted cycloalkenyl , optionally substituted aryl or 
optionally substituted heterocyclyl, and YVay be optionally 
substituted lower alkoxy when X is -CH 2 - and\nay be optionally 



24 



07/06/01 FRI 20:45 [TX/RX NO 9186] @031 



07/06/01 FRI 20:38 FAX 703 205805JL BSKB LLP 8)032 



Appl . No. 09/214,277 
substituted lower alkoxycarbonyl , optionally substituted lower 
alkyisulf onyl or optionally substituted arylsulf onyl when X is 
-0- orV-NR 14 -, R 1 and R\ R 1 and R ? ' , R 2 and R 3 , R q and R 5 , R 6 and 
R 7 , R 8 arid R 9 , R 10 and R 11 , R 12 and R 13 , R 11 and -X-Y, or R 13 and 
-X-Y taken\together may form a 5- or 6-membered ring which may 
contain one Vc more of 0, S or NR 15 wherein R 15 is hydrogen, 
optionally substituted lower alkyl, optionally substituted lower 
alkenyl, optionally substituted arylsulf onyl and which may 
optionally be substituted, excluding compounds wherein one or 
more of R G , R 7 , R 8 arid R 9 are halogen and the others are hydrogen, 
compounds wherein allW R 6 ', R 7 , R 8 and R 9 are halogen and 
compounds wherein all o\ R 2 -R 13 are hydrogen, halogen or cyano, 
provided that R 1 is not hydrogen, fluorine, optionally 
substituted lower alkyl or Nationally substituted lower alkoxy, 
all of R 3 , R 3 , R 4 , R 5 and R 12 hpe hydrogen, and R 13 is not hydrogen 
or halogen when R fi , R 7 , R 8 and V are all simultaneously hydrogen, 
and further provided that R 1 is \ot methyl or acetyloxy, R 13 is 
not hydrogen, optionally substituted lower alkoxycarbonyl or 
optionally substituted carbamoyl, aAd -X-Y is not ruethoxy when 
at least one of R 6 , R 7 , R 8 and R 9 is a \substituent other than 
hydrogen, 

and excluding a compound of the formula \l ' ) : 
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50. The selective suppressor of the IgE production claimed 
in claim 31 which suppresses infiltration of an inflammatory 
cell to tissue. 



51. The selective suppressor of the IgE production claimed 
in claim 50 wherein the inflammatory cell is an eosinophil 
and/or a netrophile. 



^ c/ V 52. A pharmaceutical composition comprising the compound, 

0^* pharmaceutical^ acceptaB^e salt, hydrate or prodrug thereof 



claimed in claims 45, 46, 4\ , 48 or 49. 



53. A process for producing a compound of the formula (I) 

according to claims 45, 46, 47, 48 or 49, pharmaceutical^ 
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acceptable salt or hydrate thereof comprising reacting a 
compound of the formula (IV) 



wherein, in the formulas (IV) and (V) , 

R 1 is hydrogen, halogen, optionally substituted lower alkenyloxy, 

optionally substituted lower alkylsulf onyloxy , optionally 

substituted amino or optionally substituted sulfamoyl, 

R 2 is hydrogen, halogen or lower alkyl having 1 to 3 carbon 

atoms, 

R 3 is hydrogen or halogen, 

R 4 is hydrogen, lower alkyl, lower alkoxy or halogen, 

R* is hydrogen, lower alkoxycarbonyl or carboxy, 

R 6 is hydrogen, lower alkyl or halogen, 

R 7 is hydrogen, lower alkyl or lower alkoxy, 

R 3 is hydrogen, lower alkyl or lower alkoxy, 





with a compound of the formula (V) : 
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R 9 is hydrogen, hydroxy, carboxy, optionally substituted lower 
alkyl, optionally substituted lower alkoxy, optionally 
substituted lower alkenyl , optionally substituted lower 
alkoxycarbonyl, optionally substituted lower alkylsulf onyloxy , 
forrnyl, optionally substituted carbamoyl or optionally 
substituted amino, 

Z 1 , A 1 and A 2 are each independently dihydroxyborane , 
di (lower) alkoxyborane , di (lower) alkylborane, 




and the other is halogen or -0S0 2 (C q F 2q+ i) - wherein q is an 
integer of 0 to 4 , and the reactivity of A 1 is higher than or 
equal to that of A 2 , 

followed by the reaction with a compound of the formula (VI) : 



R 10 R 11 



(VI) 



wherein R 10 is hydrogen, 
R* 1 is hydrogen or halogen, 
R 12 is hydrogen, 
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R 13 is hydrogen, hydroxy, halogen, carboxy, optionally 
substituted lower alkyl, optionally substituted lower alkoxy, 
optionally substituted acyloxy, optionally substituted lower 
alkylsulf onyloxy , formyl or optionally substituted amino, 
X is -0-, -NH-, -NMe- or -SO?.-, 

Y is lower alkyl optionally substituted with lower 
alkoxycarbonyl , aryl , lower alkylaryl, halogenoaryl , lower 
alkoxyaryl, heterocyclyl or acyl / or lower alkenyl optionally 
substituted with hydroxy, halogen or aryl, 

and excluding compounds wherein one or more of R 6 , R 7 , R 3 and R J 
are halogen and the others are hydrogen and compounds wherein 
all of R 2 -R 13 are hydrogen, 

provided that R 1 is not hydrogen or fluorine, all of R 2 , R 3 , R 4 , 
R s and R ia are hydrogen, or R 13 is not hydrogen or halogen when 
R 6 , R 7 , R° and R 9 are an simultaneously hydrogen, 
and further provided that R 13 is not hydrogen or -X-Y is not 
methoxy when at least one of R 6 , R 7 , R 8 and R 9 is a substituent 
other than hydrogen, and excluding a product compound of the 
formula ( I ' ) : 




OMe 
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wherein R 1 ', is hydrogen or hydroxy and R 13 'is hydroxy or methoxy, 
pharmaceut ically acceptable salt, hydrate or prodrug thereof. 

54. A process for producing a compound of the formula (I), 
according to claims 45, 46, 47, 48 or 49 pharmaceut ically 



(jb^ acceptable salt or hydrate thereof comprising reacting a 

compound of the formula (IV) 



R 6 R 7 



A 1 -H^-A 2 (IV) 



wherein 

R 6 is hydrogen, lower alkyl or halogen, 

R 7 is hydrogen, lower alkyl or lower alkoxy, 

R 8 is hydrogen, lower alkyl or lower alkoxy, 

R 9 is hydrogen, hydroxy, carboxy, optionally substituted lower 
alkyl, optionally substituted lower alkoxy, optionally 
substituted lower alkenyl, optionally substituted lower 
alkoxycarbonyl , optionally substituted lower alkylsul f onyloxy , 
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f ormyl # optionally substituted carbamoyl or optionally 
substituted amino, 

wherein A 1 and A 2 are each independently dihydroxyborane , 
di (lower) alkoxyborane , di (lower) alkylborane , 



and the other is halogen or -OS0 2 (C q F 2 q+i ) ~ wherein q is an 
integer of 0 to 4 , and the reactivity of A 1 is higher than or 
equal to that of A 2 , and the reactivity of A x is higher than or 
equal to that of A 2 , 

with a compound of the formula (VI) 



R 10 R 11 



z^hQ-x-y 



(VI) 



wherein R 10 -R 13 are as defined for R c -R 9 above, 
X is -0-, -NH-, -NMe- or -S0 2 - , 

Y is lower alkyl optionally substituted with lower 

alkoxycarbonyl , aryl, lower alkylaryl, halogenoaryl , lower 

alkoxyaryl, heterocyclyl or acyl ; or lower alkenyl optionally 

substituted with hydroxy, halogen or aryl, 
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wherein Z 2 is dihydroxyborane , di ( lower ) alkoxyborane , 
di (lower) alkylborane , 



a:>- 0 - o- 



and the other is halogen or -OS0 2 (CqF 2q+ i ) - wherein q is an 
integer of 0 to 4, 

followed by the reaction with a compound of the formula (V) 
R 2 R 3 

R" R ! 

wherein R 1 -R 5 are as defined for R 6 -R 9 above, Z x is defined the 
same as for Z 2 above, 

and excluding compounds wherein one or more of R 6 , R 7 , R B and R 9 
are halogen and the others are hydrogen and compounds wherein 
all of R 2 -R 13 are hydrogen, 

provided that R 1 is not hydrogen or fluorine, all of R 2 , R 3 , R 4 , 
R 5 and R 12 are hydrogen, or R 1 * 5 is not hydrogen or halogen when 
R 6 , R 7 , R e and R 9 are an simultaneously hydrogen, 
and further provided that R 13 is not hydrogen or -X-Y is not 
methoxy when at least one of R 6 , R 7 , R B and R 9 is a substituent 
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